Glynuvia Plus

50 /500, 50/850, 50/1000mg
Film Coated Tablets

COMPOSITION:

Glynuvia Plus 50/500: Each film coated tablet contains sitagliptin phosphate monohydrate equivalent

to50 mg sitagliptin and 500 mg metformin hydrochloride. Excipients used: Microcrystalline

cellulose, polyvinylpyrrolidone, sodium lauryl sulfate, Sodium stearyl fumarate, Opadry light pink.

Glynuvia Plus 50/850: Each film coated tablet contains sitagliptin phosphate monohydrate equivalent

to 50 mg sitagliptin and 850 mg metformin hydrochloride. Excipients used:

Microcrystalline cellulose, Polyvinylpyrrolidone, sodium lauryl sulfate, Sodium stearyl

fumarate, Opadry white.

Glynuvia Plus 50/1000: Each film coated tablet contains sitagliptin phosphate monohydrate

equivalent to50 mg sitagliptin and 1000 mg metformin hydrochloride. Excipients used:

Microcrystalline cellulose, polyvinylpyrrolidone, sodium lauryl sulfate, Sodium stearyl

fumarate, Opadry dark pink.

PHARMACOLOGICAL PROPERTIES:

Mechanism of action:

THE DRUG combines two antihyperglycaemic medicinal products with complementary

mechanisms of action to improve glycaemic control:

« Sitagliptin phosphate is an orally-active, potent, and highly selective inhibitor of the dipeptidyl
peptidase 4 (DPP-4) enzyme. It increases the levels of glucagon-like peptide-1 (GLP-1) and
glucose-dependent insulinotropic polypeptide (GIP), which increase Insulin synthesis and release.
GLP-1 also lowers glucagon secretion, reducing hepatic glucose production.

* Metformin is a biguanide with antihyperglycaemic effects that may act via three mechanisms:

- Reduction of hepatic glucose production by inhibiting gluconeogenesis and glycogenolysis

- Modestly increasing insulin sensitivity in muscles, leading to improving peripheral glucose uptake
and utilisation.

- Delaying intestinal glucose absorption.

Pharmacokinetics:

Absorption:

Sitagliptin: Following oral administration Sitagliptin was rapidly absorbed, with peak plasma

concentrations occurring 1 to 4 hours post-dose The absolute bioavailability of Sitagliptin is

approximately 87 %.

Metformin: After an oral dose of Metformin, tmax is reached in 2.5 h. Absolute bioavailability

Metformin tablet is approximately 50-60 %, and the Metformin absorption is saturable and

incomplete.

Distribution:

Sitagliptin: The mean volume of distribution is approximately 198 litres. The fraction of Sitagliptin

reversibly bound to plasma proteins is low (38 %).

Metformin: Vd ranged between 63 —276 L.

Biotransformation: Sitagliptin and Metformin are primarily eliminated unchanged in urine, and

metabolism is a minor pathway.

Excretion:

Sitagliptin: The renal clearance was approximately 350 mL/min. Elimination of Sitagliptin occurs

primarily via renal excretion and involves active tubular secretion.

Metformin: Metformin is eliminated by glomerular filtration and tubular secretion. the apparent

terminal elimination half-life is approximately 6.5 h.

INDICATIONS:

For adult patients with type 2 diabetes mellitus, THE DRUG is indicated in the following cases:

« As an adjunct to diet and exercise to improve glycaemic control.

« In combination with a sulphonylurea (i.e., triple combination therapy).

* As triple combination therapy with a peroxisome proliferator-activated receptor gamma (PPARY)
agonist (i.e., a Thiazolidinedione).

« As add-on to Insulin (i.e., triple combination therapy).

CONTRAINDICATIONS:

Hypersensitivity to the active substances or to any of the excipients.

Diabetic ketoacidosis, diabetic pre-coma. Moderate and severe renal impairment (creatinine

clearance < 60 mL/min). Acute conditions with the potential to alter renal function such as

dehydration, severe infection, shock, intravascular administration of iodinated contrast agents.

Acute or chronic disease which may cause tissue hypoxia such as cardiac or respiratory failure,

recent myocardial infarction, shock. Hepatic impairment. Acute alcohol intoxication, alcoholism.

Breast-feeding.

ADVERSE REACTIONS

Common adverse reactions include hypoglycemia, nausea, flatulence, vomiting. Uncommon

reactions such as somnolence, diarrhea, constipation, upper abdominal pain, pruritus may occur.

Some adverse reactions were observed more frequently in studies of combination use of Sitagliptin

and Metformin with other anti-diabetic medicinal products than in studies of Sitagliptin and

Metformin alone. These included hypoglycaemia (frequency very common with sulphonylurea

or Insulin), constipation (common with sulphonylurea), peripheral oedema (common with

Pioglitazone), and headache and dry mouth (uncommon with Insulin).

DRUG INTERACTIONS:

« Consumption of alcohol and medicinal products containing alcohol should be avoided.

« Cationic medicinal products: that are eliminated by renal tubular secretion (e.g., Cimetidine) may
interact with Metformin by competing for common renal tubular transport systems.

» Combination requiring precautions for use : Glucocorticoids, beta-2-agonists, diuretics, and ACE-inhibitors.

« Potent CYP3 A4 inhibitors: (i.e., Ketoconazole, Itraconazole, Ritonavir, Clarithromycin) could
alter the pharmacokinetics of Sitagliptin in patients with severe renal impairment or ESRD.

« Digoxin: patients at risk of Digoxin toxicity should be monitored for this when Sitagliptin and
Digoxin are administered concomitantly.

WARNINGS and PRECAUTIONS:

The drug should not be used in type 1 diabetes or for the treatment of diabetic ketoacidosis.

Acute pancreatitis

Use of DPP-4 inhibitors has been associated with a risk of developing acute pancreatitis. Patients

should be informed of the characteristic symptom of acute pancreatitis: persistent, severe abdominal

pain. If pancreatitis is suspected, The drug should be discontinued. Caution should be exercised in
patients with a history of pancreatitis.

Lactic acidosis

Lactic acidosis is a very rare, but serious condition that can occur due to Metformin accumulation.

The risk factors : poorly controlled diabetes, ketosis, prolonged fasting, excessive alcohol intake,

hepatic insufficiency and any conditions associated with hypoxia.

Diagnosis: Lactic acidosis is characterised by acidotic dyspnea, abdominal pain and hypothermia

followed by coma. If metabolic acidosis is suspected, treatment with the medicinal product should

be discontinued and the patient hospitalised immediately.

Special caution should be exercised in situations where renal function may become impaired, for

example when initiating antihypertensive or diuretic therapy or when starting treatment with a non-

steroidal anti-inflammatory drug (NSAID).

Hypoglycaemia

a reduction in the dose of the sulphonylurea or Insulin may be necessary.

Hypersensitivity reactions

These reactions include anaphylaxis, angioedema, and exfoliative skin conditions including Stevens-

Johnson syndrome. If a hypersensitivity reaction is suspected, The drug should be discontinued.

Surgery

As The drug contains Metformin hydrochloride, the treatment should be discontinued 48 hours

before elective surgery with general, spinal or epidural anaesthesia.

PREGNANCY and LACTATION

The drug should not be used during pregnancy. The drug must not be used in women who are

breast-feeding.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES:

It should be taken into account that dizziness and somnolence have been reported with Sitagliptin.

patients should be alerted to the risk of hypoglycaemia when The drug is used in combination with

a sulphonylurea or with Insulin.

DOSAGE and ADMINISTRATION:

The dose should provide Sitagliptin dosed as 50 mg twice daily (100 mg total daily dose) and a dose

of Metformin similar to the dose already being taken for patients :

« Inadequately controlled on maximal tolerated dose of Metformin monotherapy.

« switching from co-administration of Sitagliptin and Metformin.

« Inadequately controlled on dual combination therapy with the maximal tolerated dose of Metformin
and a sulphonylurea.

« Inadequately controlled on dual combination therapy with the maximal tolerated dose of Metformin
and a PPARy agonist.

« Inadequately controlled on dual combination therapy with insulin and the maximal tolerated dose
of Metformin.

But: when the drug is used in combination with sulphonylurea or Insulin :

A lower dose of the sulphonylurea or insulin may be required to reduce the risk of hypoglycaemia.

Special populations

Renal impairment

The drug should not be used in patients with moderate or severe renal impairment (creatinine

clearance < 60 mL/min)

Hepatic impairment

The drug must not be used in patients with hepatic impairment

Elderly

The drug should be used with caution as age increases.

Method of administration

The drug should be given twice daily with meals to reduce the gastrointestinal adverse reactions

associated with Metformin.

OVERDOSAGE

The most effective method to remove lactate and Metformin is hemodialysis. In the event of an

overdose, employ the usual supportive measures, e.g. remove unabsorbed material from the gastro-

intestinal tract, employ clinical monitoring, and institute supportive therapy if required.

STORAGE CONDITIONS:

Store at (20° - 25°C), excursions permitted to (15° - 30°C).

PACKAGE:

14 or 28 film coated tablets filled in a plastic bottle in a carton package.

Le 344

Rev. No: 11705

THIS IS A MEDICAMENT

The medicament is a product which affects your health, and its consumption
contrary to instruction is dangerous for you.

Follow strictly the doctor's prescription, the method of use and the instructions
of the pharmacist who sold the medicament. The doctor and the pharmacist are
experts in medicine, its benefits and risks.

Do not by yourself interrupt the period of treatment prescribed for you.

Do not repeat the same prescription without consulting your doctor.

KEEP THE MEDICAMENT OUT OF THE REACH OF CHILDREN

Council of Arab Health Ministers Arab Pharmacists Association

DIAMOND PHARMA - Damascus suburb — Syria
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